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US Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Dockets Management Branch [HFA-305]
5630 Fishers Lane [Room 1061]

Rockville, MD 20852

Attention: Dr. Mehul Mehta at FDA / CDER
FAX: 301-480-3212

Dr. David Green at FDA / CBER

FAX: 301-827-5394

RE: Call for Comments on DRAFT GUIDANCE for Industry
DOCKET Number: 99D-5047 DATED November, 1999

Comments on:

Pharmacokinetics in Patients with Impaired Hepatic Function:
Study Design, Data Analysis, and Impact on Dosing and Labeling

Dear Drs. Mehta and Green:

Our comment on this Draft Guidance for Industry, Pharmacokinetics in Patients With
Impaired Hepatic Function, is strong agreement with the need to define and incorporate
such assessments of hepatic function in the study of new therapeutic entities. Further,
hepatic function assessment and monitoring, while critical in the target patient
populations who also exhibit hepatic impairment, has valuable application in other study
patients or volunteers as well.

The Guidance is primarily directed to addressing study design. However, our most
specific comment is not in the study design, per se, but on the recommendations of how
actual hepatic capacity may be assessed prior to and through study [and ultimately, on
treatment].

Five general clinical or reported methods of assessing liver function are listed in the
appendix to this Draft Guidance. These are not all commercially established methods for
determining liver function. Therefore, we request inclusion of a sixth method which has
published history'
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The hepatic P450 mixed function oxidase is a significant pathway for the oxidative
disposition of drugs and other xenobiotics. Impairment of this functional capacity
significantly prolongs the residence time of administered drugs and is a well-documented
measure of liver disease. This capacity can be estimated from the oxidation of '*C-
dimethylaminoantipyrine in a Breath Test.

We suggest the inclusion of this Meretek Aminopyrine Breath Test, a non-invasive, non-
radioactive breath test as a means for classification of liver impairment. The values
obtained in prior clinical investigation show strong correlation with the Child-Pugh
scores and range from a cumulative percent dose oxidation value in 2h of 10% in normal
subjects to as low as 1% in near-terminal liver cirrhotics.'® Animal and human studies
have shown that the aminopyrine breath test measures the active hepatocyte mass of the
liver, a functional measurement not provided by other commonly used tests.””®

Because this breath test detects the effects of drug binding to the P450 system, it has an
equally valuable screening function for proposed new drugs in normal subjects and we
suggest that it be noted for use in this manner before and during drug administration. This
diagnostic has the potential to forecast prolongation of other concurrently administered
medications, such as anticoagulant therapy, as well *'°.

The Investigational diagnostic use of l3C-aminopyrine for the assessment of hepatic
function was begun under FDA review in 1972. FDA requested applications with intent
for commercialization and these are under preparation for submission by Meretek
Diagnostics, Inc. The non-invasive test as designed requires the collection of a baseline
breath sample, the ingestion of a solution containing 500 mg '3C-aminopyrine and the
collection of timed post- dose breath samples.

Breath analysis by gas isotope ratio mass of the increase in >CO, from an administered
substrate is a diagnostic technique already commercially available (for the detection and
monitoring of active Helicobacter pylori, Meretek UBT®).

Should there be any questions or additional information needed, please contact me by
phone 713-799-1282; fax 713-799-8395; or e-mail pkleinbcm.tme.edu.

Thank you for consideration of this comment.
Singerely,

v D K
Meretek Diagnostics, Inc.

Dr. Peter Klein
Vice President, Research and Development
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